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A method for increasing bioavailability of an orally administered 
hydrophobic pharmaceutical compound, which comprises orally 
administering the pharmaceutical compound to a mammal in need of 
treatment with the compound concurrently with a bioenhancer comprising 
an inhibitor of a cytochrome P450 3A enzyme or an inhibitor of P- 
glycoprotein-mediated membrane transport, the bioenhancer being present 
in sufficient amount to provide bioavailability of the compound in the 
presence of the bioenhancer greater than the bioavailability of the 
compound in the absence of the bioenhancer. 

Procede permettant d'accroitre la biodisponibilite d'un compose 
pharmaceutique hydrophobe administre par voie orale, qui consiste a 
administrer conjointement par voie orale le compose pharmaceutique a 
mammifere necessitant un traitement par ce compose et un biostimulant 
contenant un inhibiteur d' enzyme P450 3A ou un inhibiteur de transport 
membranaire par P-glycoproteine, le biostimulant etant present en 
quantite suffisante pour conferer une biodisponibilite au compose 
superieure a la biodisponibilite que presenterait le compose en 
1* absence de ce biostimulant. 
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ABEN A cellular organism useful in an assay for determining the 

metabolism of a compound, the organism comprising in the genome of its 
cell or at least one of its cells a coding sequence for expressing a 
polypeptide having the function of a naturally-occurring protein which 
is involved in the alteration of the metabolism, mutagenicity or 
toxicity of a compound under the regulatory control of a suitable 
promoter, the combination of the coding sequence and the promoter not 
normally being found in the said cell of the said organism. Preferably, 
the protein is a P450 cytochrome-dependent enzyme. The organism may be 
yeast {in which case a mammalian NADPH: cytochrome P450 reductase or a 
hybrid yeast /mammalian P450 reductase can usefully be encoded as well), 
a rodent (in which case expression in the skin using a keratin promoter 
is preferred, optionally with co-expression of a glutathione S- 
transferase) or a Drosophila fly. 
ABF Organisme cellulaire qu'on utilise dans un dosage pour determiner 

le metabolisme d'un compose, ledit organisme comprenant dans le genome 
de sa cellule ou d'au moins une de ses cellules une sequence de codage 
permettant d'exprimer un polypeptide presentant la fonction d'une 
proteine existant naturellement qui est implique dans la modification du 
metabolisme, la mutagenicite ou la toxicite d'un compose sous l'effet 
regulateur d'un promoteur approprie, 1 'association de la sequence de 
codage et du promoteur ne se trouvant pas normalement dans ladite 
cellule dudit organisme. De preference, la proteine est une enzyme a 
dependance cytochrome P450. L' organisme peut etre une levure (dans ce 
cas, on peut coder utilement egalement une NADPH: cytochrome reductase 
P450 ou une reductase P450 hybride levure/mammif ere) , un rongeur (dans 
ce cas on prefere 1* expression dans la peau a 1 1 aide d'un promoteur de 
keratine, f acultativement associee a la co-expression d'une glutathion 

S- 

transf erase) ou une mouche Drosophile. 
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LINE COUNT: 1596 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A screening method for the identification of bioenhancers that increase 
the bioavailability of an orally administered pharmaceutical compound 
through the inhibition of P-glycoprotein transport activity in the gut 
of a mammal is disclosed. These compounds increase the systemic 
availability of a pharmaceutical compound when administered prior to, 

or 

concurrently with, that compound. 
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SUMM Cytochromes 8 Most biotransformation is performed by enzymes called 
"mixed function oxidases" containing cytochromes, molecules 
with iron-containing rings, that help reduce oxygen to water. The 
cytochrome-containing enzymes that transform drugs use radical. 

SUMM ... of the cytochromes P450. Genetic polymorphisms have been well 
characterized for the two cytochromes P450 responsible for 
debrisoquine/sparteine sparteine metabolism (CYP2D6; 
cytochrome families are defined below) arid (S) -mephenytoin 
4 '-hydroxylation (possibly CYP2C19) . The second source of 
inter-individual differences is that several of. 

SUMM Kronbach, T. D. Mathys, M. Umeno, F. J. Gonzalez, and U. A. Meyer. " 
Oxidation of midazolam and triazolam by human liver cytochrome 
P4501IIA4." Mol Pharmacol 36 (1 1989): 89-96. 

SUMM Lalka, D., R. K. Griffith, and C. L. Cronenberger . "The hepatic 
first-pass metabolism of problematic drugs." J Clin Pharmacol 
33 {7 1993) : 657-69. 

SUMM . . . Aubert, G. Mourad, and P. Maurel. "Cyclosporine A drug 

interactions. Screening for inducers and inhibitors of cytochrome P-450 
(cyclosporin A oxidase) in primary cultures of human 
hepatocytes and in liver microsomes." Drug Metab Dipos 18 (5 1990): 
595-606. 

SUMM . . . Stevens, L. A. Shipley, B. J. Ring, A. E. Rettie, and J. R. 
Cashman. "In vitro methods for assessing human hepatic drug 
metabolism: their use in drug development." Drug Metabolism 
Reviews 25 (4 1993): 453-484. 
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